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WA - Health Technology Assessment December 11, 2015

RESPONSES TO CLINICAL AND PEER REVIEWERS (SECTION 1, TABLE 1)
RESPONSES TO PUBLIC COMMENTS (SECTION 2, TABLE 2)

Spectrum Research is an independent vendor contracted to produce evidence assessment reports for
the Washington HTA program. For transparency, all comments received during the public comment
periods are included in this response document. Comments related to program decisions, process, or
other matters not pertaining to the evidence report are acknowledged through inclusion only.

The first section responds to clinical and peer reviews received from the following parties:
Draft Report

e Michael Ring, MD, FACC, FSCAI; Medical Director of Quality, Co-Director Transcatheter Aortic
Valve Replacement Program; Providence Spokane Heart Institute
e Rita Redberg, MD, M.Sc., FACC; Professor of Clinical Medicine, Division of Cardiology, Director,
Women'’s Cardiovascular Services, University of California, San Francisco
Specific responses pertaining to comments are included in Table 1.

Responses to public comment are found in Table 2.

Full text of peer review and public comments follows in the Appendix.
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Comment Response

Peer Review: Michael E. Ring, MD, FACC, FSCAI

Introduction Note that in Washington State, the leading Thank you for your comments. Edits have
Page 1 Line 2 cause of death has been cancer, not heart been made to the introduction

disease since 2004.
(http://www.doh.wa.gov/DataandStatisticalR
eports/VitalStatisticsandPopulationData/Deat
h/DeathTablesbyTopic (table C2)

Introduction Note that in addition to plaque rupture, itis | Thank you for your comments. Edits have
Page 1Line9 currently recognized that endothelial erosion |been made to the introduction.

is @ major factor in myocardial infarction and
ACS, especially in women.

1.4.1 Interventions | Statement that most stents are used for Thank you for your comments. Edits have
Page 43 Line 11 stable CAD and asymptomatic patients is not |been made to this section. Publically available
correct. Currently about 2/3rds of PCI data from COAP and information from a
procedures performed in patients with ACS, |recent publication suing NCDR CathPCl data
at least for last 5 years (COAP can provide have been described.
numbers for WA State).

The June 2014 COAP report indicates that, on
Also the discussion on ad hoc PCl does not average, less than 30% of PCl is elective or

seem balanced; most non-ACS patients “non-acute” with a decrease seen between
typically have had some sort of stress testing |2012 and 2013. From the COAP website for
pre-procedure and cath is usually done to the last 2 quarters of 2014 and first 2 quarters
correlate anatomy with physiologic stress of 2015, The percent of elective PCI (“non-

studies. Also, no discussion on role of FFR on |acute”) ranged from 0% to 72%, across sites
evaluating intermediate lesions and helping | with a minimum of 50 cases per quarter. Itis
to identify patients who would benefit from |acknowledge that individual site

PCl versus optimal medical therapy alone. documentation of procedures may impact
Would strongly consider reviewing and reported ranges.

incorporating FAME and other pivotal FFR
studies, particularly in reviewing evidence of |Additional context has been added regarding
PCl versus medical therapy in patients with the FFR in this section and section 2 of the
stable CAD. report

Exclusion of FFR studies was based on
consultation with a clinical expert during topic
refinement given that FFR is not routinely
done, with an anecdotal estimate of FFR
frequency in less than 10%-15% of
procedures. A 2014 survey of
interventionalists reported that the majority
used FFR less than 1/3 of the time in patients
without ACS, 15% never used it and 47%
reported that FFR was not available in their
institution ( Hannawi, B, Tex Heart Inst J
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2014,;41(6):579-84)

The 2014 update to the ACCF/AHA guideline
on stable CAD (Fihn 2014) considered results
newer date from the Fractional Flow Reserve
versus Angiography for Multivessel Evaluation
2 Trial (FAME 2) but did not alter the
recommendations in the full 2012 guideline
text. The 2014 update states that: “FFR can
assess the hemodynamic significance of
angiographically “intermediate” or
“indeterminant” lesions and allows one to
decide when PCl may be beneficial or safely
deferred” and that several studies suggest “a
PCl strategy guided by FFR may be superior to
a strategy guided by angiography alone.”

The initial FAME trial (and other studies of
FFR) did not meet inclusion criteria as it (they)
did not address comparators of interest which
were determined a priori.

Contextual information from the FAME 2 Trial
is now described in this section (Key
Considerations Highlighted by Experts) and
abstraction of data relevant to our report’s
primary outcomes is presented in Appendix G,
Table G10.

There were no differences between FFR-
guided PCI with medical therapy versus
medical therapy alone for the following
primary outcomes: All —cause mortality (24
month HR 0.74, 95% Cl 0.26 to 2.14), cardiac
death (24 month HR 0.99, 95% CI 0.20 to
4.90), Ml (after the periprocedural period to
24 months 0.85, 95% Cl 0.50 to 1.45) or stroke
(24 month HR 1.74, 95% Cl 0.51 to 5.94). With
regard to the intermediate outcome of
revascularization, FFR-guided PCl was
associated with significantly lower risk of any
revascularization (24 month HR 0.16, 95% ClI
0.11 to 0.22) and urgent revascularization (24
month HR 0.23, 95% Cl 0.14 to 0 .38).
Frequency of MI within the first seven days
was 2% for FFR-PCI patients and 0.9% for
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medical therapy patients. The frequency of
serious cardiovascular events was 17% in the
FFR-PCI group compared with 25.4% of the
medical therapy group. Authors did not report
definite stent thrombosis or health-related
quality of life measures

Background 1.6
Epidemiology and
Burden of Death
Page 50 Line 7

Although most PCI currently performed by
femoral approach, radial approach is
increasing in popularity.

The text has been edited accordingly. Thank
you for your comment.

Background Table
2. Indications and
contraindications
for DES

Table does not include the recently
introduced Boston Scientific Synergy DES
stent

Thank you for your comment.

The recently FDA-approved (October 2015)
Synergy DES stent has been added to the
table. No studies of this device met inclusion
criteria for this HTA.

The Evidence
1.14.3 Critical and
primary outcomes
Page 82 Line 8

Although it stated that the primary focus of
revascularization is improvement in clinical
health outcomes (Mortality and freedom of
Ml), the main purpose of PCl in carefully
selected patients with stable CAD is to relieve
angina symptoms not responsive to medical
therapy. In almost all patients with stable
CAD who do not have LM disease, there is
little argument that PCI prevents death or M.
As identified in the ACC AUC, there may be
some stable CAD patients with high risk stress
studies who may benefit from
revascularization (currently being studied in
the ISCHEMIA Study).

This statement is based on the ACCF/AHA
clinical guideline on the diagnosis and
treatment of stable ischemic heart disease. As
stated in the 2012 guideline
“Revascularization recommendations have
been formulated to address issues related to
1) improved survival and/or 2) improved
symptoms” and “When one method of
revascularization is preferred over the other
for improved survival, this consideration, in
general, takes precedence over improved
symptoms.”

The AUC and Guidelines are summarized in
the report.

limitations of the results as a function of the
study inclusions and exclusions. For the most
part it was not clear what were the important
inclusion/exclusions for each of the studies
reviewed, nor how representative was each
study of the population studied. For instance,
in the COURAGE study, less than 10% of the

Methods As indicated earlier, would consider including | Thank you for your comments; please see
Page NR studies on the use of FFR to identify previous response regarding FFR.
appropriate stable CAD patients for
treatment with PCl and OMT or OMT alone.
Results When interpreting the results of any study, it | Thank you for your comments.
Page NR is obviously important to recognize the

All studies, including RCTs, have limitations
that may or may not influence generalizability.

Inclusion/exclusion criteria and patient
population characteristics for all included
studies of PCl with medical therapy versus
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~36,000 patients screened were enrolled in
the study. | would suggest the following
article for a more detailed criticism of the
COURAGE Study:
http://www.sciencedirect.com/science/articl
e/pii/S0735109707026629

medical therapy alone are in Appendix F
Table 17 in the full report summarizes patient
demographics and study characteristics across
study for comparison of patient populations.

reached valid?

expressed as RR as associated p value for
each variable examined.

Results An additional major limitation in assessing A report of this nature is a snapshot of the
Page NR the studies of PCI/OMT vs OMT in stable CAD |available evidence and may not fully represent
is how similar was the PCl performed in these | current practice for either stenting or optimal
studies to contemporary PCl practice. Since | medical therapy/guideline directed medical
the primary purpose of PCl in these patients |therapy. We specifically sought studies of
is to reduce angina, the high use of stand- newer generation stents that met a priori
alone PTCA and BMS in these studies is likely |inclusion criteria.
to result greater restenosis compared to NG
DES which would limit long-term angina To decrease heterogeneity based on use of
relief. PCTA alone, studies that used PCTA alone
without stenting were excluded; all included
studies used 270% stenting, with most using
stents in >80%.
Conclusions | am not sure how to answer this. There really | Thank you for your comments.
Are the are not any conclusions in this report but
conclusions rather a summary of the review of the studies

Overall
Presentation

There was a great deal of repetition in the
presentation of the studies and the Tables.
Would consider a more succinct format, at
least for the “average reader”

Thank you for your comments. It a challenge
to present data in a variety of formats to serve
a broad audience.

Clinical Relevancy

From a practical clinical viewpoint, almost all
clinicians involved in the care of patients with
CAD recognize the benefit of DES in reducing
TLR/TVR in patients who do require PCI. The
previous safety concerns about higher stent
thrombosis with DES (compared to BMS) has
been alleviated with the new generation DES.
In fact as the review shows, there are strong
signals that the NG DES may actually be safer
long term than BMS.

The current clinical practice in PCl for the
over-whelming majority of patients is to use
DES unless the patient is not felt to be an
appropriate patient for long-term DAPT.

Thank you for your comments.
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Clinical Relevancy

From a financial viewpoint the difference in
unit cost for DES and BMS is currently only a
few hundred dollars. In addition the majority
of coronary stent patients receive aspirin and
clopidogrel for their DAPT. Since 2009,
clopidogrel is now available generically which
has resulted in a significant reduction in the
cost of DAPT.

Thank you for your comments. Section 1.4.2
on costs has been edited.

Clinical Relevancy

Regarding the use PCl for treatment of
patients with stable CAD, | have concerns that
this document does not capture the clinical
decision making for these patients. The term
“stable CAD” is an extremely broad term that
incorporates a myriad of clinical situations
and variables (age, severity of symptoms,
response to medical therapy, lifestyle,
occupation, comorbidities, coronary and
lesion anatomy as well as personal
preferences of the patient). There is currently
a great deal of attention to proper selection
and documentation when performing PCl in
these patients as reflected to the
development of the AUC for PCI, which is
captured on our regional and national
registries. Note that institutional AUC data for
WA State hospitals is currently publically
reported (http://www.coap.org/). In fact
there are currently few medical procedures
that are as closely scrutinized and publicly
reported as PCl.

Thank you for your comments. Yes,
definitions of CAD as well as others (e.g.
unstable angina, ACS) are broad and variable
across studies; in addition definitions have
changed and been refined over time.

As previously noted, publically available
information from COAP has been included.

Clinical Relevancy

Unlike the 2009 HTA Review on DES/BMS
which could draw on multiple RCT to provide
relatively straight forward recommendations
for most clinical scenarios to guide
appropriate use of DES versus BMS, it will be
much more difficult (perhaps impossible) to
achieve a binary recommendation regarding
PCI for stable CAD.

Thank you for your comments.

Quality of the
Report

Good

The report covers an extremely large amount
of material and studies and does a good job
of organizing a large number of studies.
Please see limitations above.

Thank you for your comments.
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Peer Review: Rita F. Redberg, MD, MSc, FACC

Introduction | would suggest adding some big picture Thank you for your comments. The role of the
statements. For example, as the trials do not |evidence vendor is to systematically review,
show any advantage (no reduction in Ml or appraise and synthesize the evidence;

death) for BMS versus medical therapy statements related to possible policy

(GDMT),, it does not seem that showing no implications are the purview of the Health
differences between DES and BMS is relevant, | Technology Clinical Committee.

should be compared to GDMT. Same for cost
—effectiveness, how can you do CEA when
there is no clinical effectiveness. Should be
infinity, unless you fudge the QALYs
attributed to PCI.

Introduction Would note limitations of the RCT are that Thank you for your comments. A sentence has
none were blinded. As we know there is a been added to the results: Trials were not
significant placebo effect for procedures (up |blinded, thus the extent to which a placebo

to 60%), it is not established that the short effect may influence results for patient

term symptom benefit seen in some of the reported outcomes is unclear.

unblinded RCTs with PCl is due to the actual
stent, or due to just having a procedure. To Across included trials, the extent to which

answer that question, one would need a revascularization was “clinically driven” was
study where all of the patient got not uniformly described, nor did studies
angiography and were told the same thing. generally describe any threshold/criteria for
Currently, one group was told they were revascularization overall. Trials did not

going to be fixed by a procedure, and one uniformly specify whether or not there was
was not. Lack of blinding is a major limitation |angiographic follow-up that may have

for subjective symptoms endpoint. impacted additional stent placement.
Additionally, the endpoint of target vessel Below is a summary trials of PCl plus medical
revascularizations, especially in trials with therapy vs. medical therapy alone with regard
mandated 6 month post angiography, is a to revascularization:

very soft outcome. It is not driven by

symptoms, it is driven by the interventional . COURAGE: revascularization
cardiologists. performed at discretion of physician

(no other info)

MASS-II: indications NR
Hambrecht: indications NR

BARI 2D (type 2 diabetes): Reasons
for the first subsequent
revascularization (PCl vs MT)
included acute coronary syndrome
(26% versus 22%), severe angina
symptoms (33% versus 45%),
worsening ischemia (18% versus
20%), unsatisfactory results of recent

Cardiac Stents - Re-Review: Draft Evidence Report: Comment & Response Page 7



WA - Health Technology Assessment

December 11, 2015

Comment Response

intervention (3% versus 0%),
objective evidence of CAD
progression (13% versus 8%), or
other reasons (8% versus 6%).
Below is a summary of trials of newer DES vs.
BMS with regard to revascularization protocol

Trial Revascularization protocol
BASKET-PROVE Follow-up
angiography and

revascularization
were performed
only if clinically
indicated.

ENDEAVOR Il Angiographic follow-up at eight
months was specified for the first
600 consecutive patients enrolled
and for all patients implanted

with two or more stents.

EXAMINATION No angiographic follow-up is
mandated per protocol. Thus, any
follow-up angiography will be

clinically indicated.

PRODIGY UNCLEAR

XIMA UNCLEAR

X-MAN “clinically indicated target vessel
revascularization

(TVR)”

ZEUS UNCLEAR: “All TLRs were
classified prospectively as either
clinically or not clinically
indicated by the investigator

prior to the reintervention.”

Introduction
Page 1 Line 22-23

| would delete "greater discomfort" this is
unclear. could say - increasing frequency or
intensity of usual pattern of angina — instead

Thank you for your comments. Edits have
been made to this sentence.

Introduction
Page 1 Line 22

| would say decreasing levels of, instead of
less

Thank you for your comments. Edits have
been made to this sentence.

Introduction
Page 2 Line 1

Patients with stable CAD should be treated
with medical therapy. there is no mortality
risk reduction with revascularization.

Thank you for your comments. The statement
is consistent with the wording in the
ACCF/AHA guidelines.

Introduction
Page 2 Line 2

This is nonspecific. should be defined, for
example - acute coronary syndrome with
troponin increases - would be high risk and
considered for ICA.

Thank you for your comments. Edits have
been made to this sentence.
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Introduction
Page 2 Line 26

Should remove the d from “updated”

Thank you for your comment. This edit has
been made to this sentence.

Introduction

Table 4. KQ1
Strength of
Evidence

Page 16 Line 15-18

Table 4, conclusion column

| am wondering how you could compute a
cost per life year gained for PCl when there
were no life years gained. and no symptom
benefit over the lifetime horizon either.

Thank you for your comments. The
information in the table reflects what was
reported in the study.

Introduction
Table 9 KQ2c:
Summary of
findings for..
Page 31 Line 9-11
Row 1 Column 2

How many were older than 75? (“STEMI
(n=1498) reported post-hoc analysis on the
effect of age...”)

Among the 1498 enrolled, 16.3% (n = 245)
were 2 75 years old; n=132 were allocated to
BMS and 113 allocated to EES. This
information has been added to the results and
table.

Background/Introd
uction
Page 1 Line 16-17

| thought 70 -80% of CAD presents with chest
pain

Thank you for your comment. The sentence
has been edited and the reference for the 50%
statement has been added.

Background

1.11 Clinical
Guidelines

Table 6. CAD
Revascularization
Guidelines

Page 59 Row “I-A,
I-B, II-CC”

What is data for this, which refs, i am not
aware of these RCTs

Thank you for your comment

All RCTs are in support of the second portion
of this recommendation (1 or more significant
stenosis):

Statement: In survivors of sudden cardiac
death with presumed ischemia-mediated
ventricular tachycardia caused by significant
stenosis in a major coronary artery
Statement: To improve symptoms in patients
with 1 or more significant coronary artery
stenosis amenable to revascularization and
unacceptable angina despite GDMT (I-A) (5
RCTs, 6 citations);

It is noted that some of the trials (RITA-2,
ARTS) listed did not meet inclusion criteria for
this HTA.

e Boden WE, O’Rourke RA, Teo KK, et al.
Optimal medical therapy with or without
PCI for stable coronary disease. N Engl J
Med.2007;356:1503-16. (366)

e  Weintraub WS, Spertus JA, Kolm P, et al.
Effect of PCl on quality of life in patients
with stable coronary disease. N Engl J
Med. 2008;359:677— 87. (407)

e Hueb W, Lopes N, Gersh BJ, et al. Ten-year
follow-up survival of the Medicine,
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Angioplasty, or Surgery Study (MASS 1l): a
randomized controlled clinical trial of 3
therapeutic strategies for multivessel
coronary artery disease. Circulation.
2010;122:949 -57.

e Pocock SJ, Henderson RA, Seed P, et al.
Quality of life, employment status, and
anginal symptoms after coronary
angioplasty or bypass surgery. 3-year
follow-up in the Randomized Intervention
Treatment of Angina (RITA) Trial.
Circulation. 1996;94:135-42.

e Pocock SJ, Henderson RA, Clayton T, et al.
Quality of life after coronary angioplasty
or continued medical treatment for
angina: three-year follow-up in the RITA-2
trial. Randomized Intervention Treatment
of Angina. J Am Coll Cardiol. 2000;35:907-
14,

e Abizaid A, Costa MA, Centemero M, et al.
Clinical and economic impact of diabetes
mellitus on percutaneous and surgical
treatment of multivessel coronary disease
patients: insights from the Arterial
Revascularization Therapy Study (ARTS)
trial. Circulation. 2001;104:533- 8.

Background

1.11 Clinical
Guidelines

Table 6. CAD
Revascularization
Guidelines

Page 60 Row 4

Row 4, “PCl may be reasonable as an
alternative to CABG in selected stable
patients”

This recommendation is unclear. i know of no
RCT to support this statement, please explain.
for what kind of patients.

Thank you for your comment. The following
RCTs were referenced in support of this
recommendation. It is for a population of
patients with significant unprotected left main
CAD (clarification has been added to the
report):

e Buszman PE, Kiesz SR, Bochenek A, et al.
Acute and late outcomes of unprotected
left main stenting in comparison with
surgical revascularization. J Am Coll
Cardiol. 2008;51:538—45.

e Boudriot E, Thiele H, Walther T, et al.
Randomized comparison of percutaneous
coronary intervention with sirolimus-
eluting stents versus coronary artery
bypass grafting in unprotected left main
stem stenosis. J Am Coll Cardiol.
2011;57:538-45.
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The following observational study was also

cited:

e Morice MC, Serruys PW, Kappetein AP, et
al. Outcomes in patients with de novo left
main disease treated with either
percutaneous coronary intervention using
paclitaxel-eluting stents or coronary artery
bypass graft treatment in the Synergy
Between Percutaneous Coronary
Intervention with TAXUS and Cardiac
Surgery (SYNTAX) trial. Circulation.
2010;121:2645-53.

Background
1.11 Clinical
Guidelines
Table 7. Chronic
Stable Angina
Guidelines
Page 61 Row 3

Again this is confusing. Class C means expert
opinion, no RCT. so what are these 3 RCTs.
there is no benefit in asx ischemia.

This table summarizes the 2002 ACC Chronic
Stable Angina Guideline and included for
completeness. References to PClin this
guideline relate primarily to angioplasty with
one trial comparing stenting with angioplasty.
Edits have been made to clarify the evidence
base and point to newer guidelines.

Background 1.11
Clinical Guidelines
NSTEMI Definition
Page 64

Not the definition used in ACC/AHA
guidelines, which are much broader, any new
murmur, older than 75, LBBB, etc.

Thank you for your comment. The updated
definition of ACS has been added to the
report.

and causes an inflammatory reaction, buildup
of cells and fibrosis, which is what leads to
the high restenosis rates

Would clarify that there are no RCT showing

Report Objectives | The data is strongest for STEMI. There is a lot | Thank you for your comments. This section
& KQs of heterogeneity in the definition of ACS and |has been revised.
Page 43 would not include ACS in the high risk group
where benefit is clearly shown. ACS is very
loosely and variably defined, and many
patient groups labeled as ACS get no benefit
for PCI compared to GDMT.
Report Objectives | This description of PCI jumps around, would | Thank you for your comments. Edits have
& KQs reorganize to start with a description of ICA, |been made to this section.
1.9 PCl with then what a PCI procedure entails, which
stenting would follow the diagnostic angiography.
Page 50
Report Objectives |This line is confusing - a 10% decrease in Thank you for your comments. Edits regarding
& KQs restenosis rates, 22% to 32% BMS have been made. We have cited a recent
1.9.1 BMS meta-analysis of short (<12 month) vs.
Page 51 Would clarify that the stent is a foreign body |extended (<12 months) DAPT (Navarese, EP,

BMJ 2015;350:h1618)

Detailed review of DAPT is not within the
scope of this HTA, however.
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any reduction of instent thrombosis with use
of DAPT

Similarly, it is not clear what the right
duration of DAPT is. A recent study found
that there was no benefit in extending past
one year.

Results
Appropriate Use
Criteria
Page 65

Would note that AUC are not evidence based.
They are the “expert opinion” of physicians,
chosen by the various professional societies,
who generally make their living from the
procedures they are rating. For example,
although there is no data of benefit for PCl on
any objective outcomes, there are many
situations where the AUC rate PCl in
asymptomatic persons as appropriate. The
evidence basis for this rating is lacking.

Thank you for your comments. A brief process
description for the AUC criteria development
has been added, based on what is reported in
the AUC document.

Results

1.10.3 Indications
and
contraindications
Page 55

While it is true that reducing symptoms and
mortality is always the goal of therapy, as
there is no data that PCl accomplishes this
goal, would delete this line.

GDMT should generally be continued unless
patients have angina that cannot be
controlled on maximal medical therapy.

Thank you for your comments. Edits have
been made to this section.

Results

Table 11.
Additional PCI
Guidelines in
Special Populations
Page 65

Usually “special populations”refers to groups
like women, or the elderly. Can you report
any analysis by sex or age?

This was mislabeled. The title has now been
corrected. The guidelines referenced describe
treatment in those with specific cardiac
conditions.

Conclusions
Are the
conclusions
reached valid?

Yes, they are clearly based on the evidence
which is carefully collated and tabulated.

Thank you for your comments

Overall
presentation and
relevancy

The review is very high quality and well done.
The information is clear. There is an
overwhelming amount of information, due to
the detailed presentation of results and
multiple comparisons and key questions
addressed. While the information is
important, this full report takes many hours
to read and absorb. The executive summary
does summarize the key findings well and the
main points are clear. It is relevant to clinical
medicine. It may be helpful to have a few

Thank you for your comments. The comment
regarding DES use being off label is noted.
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lines to try to help understand why actual
clinical practice seems to differ so widely
from the evidence for PCI. Also, it is worth
noting that most DES use is off-label, in the
section where you list the FDA indications.

Overall The findings are important for public policy | Thank you for your comments.
presentation and |and public health as there is clearly room for
relevancy improvement in patterns of care for stable

CAD. As the risks (and costs) of PCl are much
greater than for medical therapy, treating
more patients with medical tx would improve
safety and effectiveness with equivalent or
better outcomes and lower cost. This could
be accomplished by a bundled payment
policy for care of CAD, for example.
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RESPONSES TO PUBLIC COMMENTS

Spectrum Research is an independent vendor contracted to produce evidence assessment
reports for the Washington HTA program. For transparency, all comments received during
the public comment periods are included in this response document. Comments related to
program decisions, process, or other matters not pertaining to the evidence report are
acknowledged through inclusion only.

This section responds to public comments from the following parties:

Draft Report

e Tim Dewhurst, MD, FACC on behalf of the Washington Chapter of the American College of
Cardiology

e James Blankenship, MD, MHCM, FSCAI, on behalf of The Society for Cardiovascular Angiography
and Interventions Foundation

Specific responses pertaining to comments are included in Table 2.
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Table 2: Response to Public Comments Received

Comments Response

Tim Dewhurst, MD,

FACC on behalf of the Washington Chapter of the American College of Cardiology

Summary

While we appreciate that the state wants to get
the most for its dollars (as do all purchasers of
health care), we feel that this HTA approach is
(to use our AUC terminology) rarely appropriate
for CAD and PCl when clinical experts have
already done the work. Furthermore, there is
abundant evidence that utilization of high cost
procedures has already declined with no clinical
loss of benefit. Looking at only at health care
spending, WA State is much better than
nationally and efforts to curtail costs in
Washington State by the mechanism of the HTAC
threaten to inappropriately ration care. We
would respectfully suggest that the HTAC spend
its time, and our tax dollars, on areas of clinical
concern where there does not exist such science
and consensus as there does for PCl and CAD.
Promulgation of decisions to limit the particular
type of stent for treatment are unlikely to have
any meaningful financial impact, and be
potentially costly to the state if sued over these
deliberations. We are happy to provide clinicians
to attend committee meetings or other
deliberations and explain further the clinical
context and answer questions.

Thank you for your comments. This
topic was selected for an updated
review based on the new literature
identified since the original 2009
report. The new literature was judged
to potentially change the outcome of
the previous report and could
therefore impact the HTCC's coverage
determination upon review. HCA's
goal is a current and accurate
assessment of the evidence for this
important policy topic.

Specific comments
on the draft report

We note that the authors are not cardiologists,
nor even clinicians. Their interpretation of
clinical science in this context is concerning and
may well lack any real context.

Clinical expert perspective was
obtained during topic refinement and
available during report development
to answer clinically relevant questions.

Introduction

In the introduction to the topic, the clinical and
scientific description is generally accurate. There
are some rather artificial black and white
statements that do not reflect the true clinical
continuum of coronary artery disease. The
introduction paints medical therapy, PCl and
CABG as separate and mutually exclusive
treatments, and does not emphasize enough
that guideline driven medical therapy is
appropriate for all patients with CAD and use if
PCl and CAGB are additional tools to optimize
health status on top of GMT. The introduction

The use of medical therapy for all CAD
patients is noted frequently
throughout the report. Additional
clarification/re-iteration that guideline
directed medical therapy is used in all
CAD patients has been added to the
introduction/background.

Cardiac Stents - Re-Review: Draft Evidence Report: Comment & Response
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notes that advances have occurred in all CAD
treatments without noticing that much of the
advance that has been made, and realized in
clinical practice, is better knowledge on
application of PCl and CABG.

Response

Key Question 2

The exclusion of studies comparing first
generation and second or third generation DES
would be inappropriate, but seems to have been
done.

The original 2009 report also focused
on DES vs. BMS and did not compare
different DES with each other. Our
understanding from the literature and
clinical experts is the first generation
DES are no longer widely available; the
purpose of the update was to evaluate
the efficacy of FDA-approved newer
generation DES compared with BMS.

Methods We are disappointed that we were not notified |The key questions and proposed scope
in July 2014 as to the scope and key questions. were publically published on the
Washington State Health Technology
Program Website and an email sent to
stakeholders. Please contact the
program to be placed on the
stakeholder list: shtap@hca.wa.gov
Results We applaud the attention to the Courage trial Thank you for your comments.
which has already markedly changed practice in
the US. Not noted in the draft report was that Cross over rates for all included trials
there was a large crossover from medical of PCl + medical therapy vs. medical
therapy to PCl in the medical therapy arm. therapy alone in noted in table 17 of
the full report; Cross over to PCl
ranged from 1.5% immediately after
randomization to 42% at 5 years with
one study reporting Cross over of 14.3
% at 10y ears.
Results We fully agree that prevention of primary and Thank you for your comments

secondary cardiovascular events is critical and
cost effective and hope that the state would fully
fund the provision of optimal medical therapy,
tobacco cessation and prevention and cardiac
rehabilitation.

Clinical issues not
addressed in the
draft report

It is being increasingly recognized that patient
choice and shared decision making is critical to
the provision of health care in the US. We do not
note any acknowledgement about this in the
report. While PCI does not offer survival
advantages in most situations of stable angina, it
is clearly better in relieving angina. Some

Additional context has been added to
the background regarding share
decision making.

We recognize the importance of
outcomes and measures that are

Cardiac Stents - Re-Review: Draft Evidence Report: Comment & Response
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patients choose to avoid invasive procedures at
the cost of linger lasting angina, some choose a
procedure to more rapidly relieve their angina.
As one of the original investigators who created
the Seattle Angina Questionnaire, | appreciate
the concept of quality of life better than many
clinicians and most insurance companies. Since
these patients do make decisions with financial
“skin in the game”, no insurance company or
payer can mandate one approach over another.
The important factor of patient choice in
situations where science tells us we have
multiple good options is not addressed here.
When there is clinical equipoise between
treatments, shared decision making is
mandatory.

Response

relevant to patients. To the extent
that comparative data on relief of
symptoms and improved quality of life
were available, they were reported.
Unfortunately, included studies did
not frequently report on such
outcomes.

Clinical issues not
addressed in the
draft report

Once the decision to proceed with PCl has been
made in shared decision making with a patient,
we need to consider all patient factors in
deciding what type of stent. For the smallest
vessels, only BMS are available. Absent issues of
patient compliance, bleeding risk or upcoming
major surgery, DES provide better outcomes
(less target vessel revascularization) than BMS
and are preferred.

The FAME and FAME Il trials were arbitrarily
excluded from the draft report. These trials
explored a new (and apparently better)
technology for the assessment of coronary artery
disease. Fractional Flow reserve (FFR) is a
technique to measure the physiologic
significance of specific coronary lesions. It is a
much more accurate predictor of clinical
outcomes than stenosis measured by coronary
angiography. If the FFR for a specific lesion is
non-ischemic, NOT stenting that lesion does not
harm outcomes. Conversely, if a lesion is
physiologically significant, then PCl treatment
does improve hard outcomes. Overall this
technology has diminished the need for PCI, and
has been recognized in the AUC and guideline
reports.

Thank you for your comments.

Additional context has been added to
regarding FFR in this section and
section 2 of the report

Exclusion of FFR studies was based on
consultation with a clinical expert
during topic refinement given that FFR
is not routinely done, with an
anecdotal estimate of FFR use in less
than 10%-15% of procedures. A 2014
survey of interventionalists reported
that the majority used FFR less than
1/3 of the time in patients without
ACS, 15% never used it and 47%
reported that FFR was not available in
their institution ( Hannawi, B, Tex
Heart Inst J 2014,;41(6):579-84)

The 2014 update to the ACCF/AHA
guideline on stable CAD (Fihn 2014)
considered results newer date from
the Fractional Flow Reserve versus
Angiography for Multivessel
Evaluation 2 Trial (FAME 2) but did not
alter the recommendations in the full
2012 guideline text. The 2014 update
states that: “FFR can assess the
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hemodynamic significance of
angiographically “intermediate” or
“indeterminant” lesions and allows
one to decide when PCl may be
beneficial or safely deferred” and that
several studies suggest “a PCl strategy
guided by FFR may be superior to a
strategy guided by angiography
alone.”

The initial FAME trial (and other
studies of FFR) did not meet inclusion
criteria as it (they) did not address
comparators of interest which were
determined a priori.

Contextual information from the
FAME 2 Trial is now described in “Key
Considerations Highlighted by
Experts” and abstraction of data
relevant to our report’s primary
outcomes is presented in Appendix G,
Table G10. There were no differences
between FFR-guided PCI with medical
therapy versus medical therapy alone
up to 24 months for the following
primary outcomes which were the
focus of this HTA: All —cause mortality,
cardiac death, Ml (after the
periprocedural period to 24 months,
or stroke. With regard to the
intermediate outcome of
revascularization, FFR-guided PCl was
associated with significantly lower risk
of any revascularization and urgent
revascularization (24 month HR 0.23,
95% Cl 0.14 to 0.38). Frequency of Ml
within the first seven days was 2% for
FFR-PCI patients and 0.9% for medical
therapy patients. The frequency of
serious cardiovascular events was 17%
in the FFR-PCI group compared with
25.4% of the medical therapy group.
Authors did not report definite stent
thrombosis or health-related quality of
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life measures

Clinical issues not
addressed in the
draft report

Please appreciate the marked reduction in
Cardiovascular disease morbidity and mortality
over the past decade. This is a result of the
cardiology community learning what worked and
implementing the science. As a result, in the face
of a marked aging of the population (CAD is
primarily a disease of aging and genetics), we
have actually flattened both national spending
on CCV disease and improved mortality and
morbidity. It is rare for any medical field to
accomplish this.

Thank you for your comments.

Unintended
consequences of
HTA decisions

While the committee’s deliberation and intents
are very well meaning, they have important
unintended consequences. Excuse me for a few
minutes while | step down from the perspective
of an administrative organizational leader back
to my day job, a clinical cardiologist. This context
is critically important for the committee to
understand the issue. One of my colleagues
treated a STEMI patient with a DES in 2014. The
insurer used the HTAC’s 2009 deliberations as an
excuse to deny payment for the patient’s entire
episode of care based solely on the size and type
of stent used. This committee’s well meaning
deliberations, resulted in an unfortunate patient
having both an acute heart attack (from which
he recovered successfully) and a financial heart
attack with a large bill (over $50, 000) because of
this committee’s actions.

When a patient has an ST elevation myocardial
infarction (STEMI), time is of the essence. There
is no other medical condition where time is so
important. Clinical science has shown that the
sooner these patients are treated, the better
their short and long term outcomes. Application
of this science has significantly and materially
improved long term outcomes of heart attack
victims and markedly reduced subsequent heart
failure. We are guilty of helping these patients
living longer, which could possibly increase their
health care costs. When | am called to care for a
STEMI patient, | need to get to the hospital, meet
and assess the patient (almost always not known
to me and vice versa), perform a sterile coronary

Thank you for your comments.
Comments related to the HTAP
program process or decisions are not
addressed by Spectrum as the
evidence vendor.

The study cited (Sarno 2014), which
focuses on in stent thrombosis in
those with STEMI, as well as the 2012
report from the same registry using a
broader selection of the registry
population were included in the report
to the extent that safety outcomes, as
defined in our methods, for second
generation DES compared with BMS
were described. This large
observational registry study was rated
as being at moderately high risk of
bias (CoE Ill). The overall strength of
evidence for outcomes from this
registry study would be likely be
graded low to insufficient; The
strength of evidence from included
RCTs for mortality was graded as
moderate to high, depending on time
frame.

In the report, for the comparison of
the newer (2™ generation) DES with
BMS from the SCAAR study, Table 8
provides summary information on
definite stent thrombosis, Table 30
provides demographic information
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angiogram, assess the coronary anatomy in the
setting of the patient’s acute and chronic
illnesses and perform PCI to restore blood flow,
all in as rapid time as possible. WA State as a
whole does very well on average with a door-to-
balloon time of (state wide average in 2013 is 57
minutes). Clinical data has consistently shown us
that use of DES for STEMI provides significant
benefit (see chart from J Am Coll Cardiol.
2014;64(1):16-24.) In the compressed time
frame we function to care for a patient at risk of
dying, we are not going to think about the HTACs
deliberations in choosing a stent size and type to
care for them.

Response

and Table 34 provides information on
definite stent thrombosis at various
time points.

James Blankenship, MD, MHCM, FSCAI,
On behalf of The Society for Cardiovascular Angiography and Interventions Foundation

Clinical guidelines

We remain concerned that the draft document,
while representing an in-depth review of the
literature, adds little to established guidelines
and appropriate use criteria that already exist,
and which are much more likely to be read and
followed by cardiologists than this review. As an
example, a recently published article examining
the impact of AUC shows convincing evidence of
the impact of such documents on the utilization
of PCl nationally and in Washington State (1,2).
We would also like to point out that there have
been recent updates to two important guideline
documents that can be found at:
http://www.scai.org/Assets/10542bc9-c8be-48d1-
2a84-c647137878b7/635810359561230000/scai-
2015-10-21-primarypciupdate-pdf and
http://www.scai.org/Assets/d428d716-f835-4a7d-
a169-8b2c8271aca5/635470782647170000/09017-

fulltext-pdf.

The summary of guidelines contained
in the report has been edited to reflect
updated guidelines. Information from
the references cited has been included
in section 1.4.1 of the full report.
Information related to citations has
been included in the section on Key
Considerations Highlighted by Experts.

Washington State
utilization and cost
data

Tables 1-5

Page 45-47

There are several points to be made from these
tables:

1. Thereisin general a decline in stenting
overall, as noted in table 3, which is also
reflected in national Medicare data as
well.

2. The absolute number of patients
receiving coronary stents is small
compared to the population base
covered by PEBB/UMP (0.03% in 2014)

These data were provided by the
Health Technology Assessment
Program, not by Spectrum Research as
the evidence vendor.
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3. The impact of the prior document on
savings is interestingly absent from the
tables and

4. The potential clinical and financial
impact of this HTA draft document on
the population served is therefore likely
to be very small.

Key Question 1

Specific responses to the Key Questions follows;
starting with Key Question 1. It is not surprising
that no mortality benefit was found comparing
stenting to medical therapy since medical
therapy is the cornerstone of treatment of
chronic stable ischemic heart disease and the
studies reviewed by and large serve as the
foundation for the current guidelines and AUC.
Revascularization, be it by surgery or stenting,
would not be expected to impact hard endpoints
like mortality with a chronic disease like
coronary artery disease given long enough
follow up. With respect to quality of life it is
important to understand that studies looking at
that endpoint typically use “as randomized
methodology”, which while statistically valid,
does not represent the way patients are treated
with a chronic disease. In such studies, patients
initially randomized to medical therapy but then
cross over to revascularization because of
worsened or uncontrolled symptoms are
counted in the medical arm which
“contaminates” follow up and potentially
delivers and incorrect message, a message that
in addition doesn’t reflect how patients are
cared for long term with a chronic disease. As an
example, the crossover rate in COURAGE was
about 25% from the medical to revascularization
arm.

Thank you for your comments.

Table 17 in the report provides
information on cross over to PCl from
medical therapy for comparison across
studies.

Key Question 2

With respect to the review of the literature
regarding Key Question 2, while extensive, it
adds little important new information. As this
body of data is reviewed it is important to
remember that most of it was designed to
determine any safety signals between DES and
BMS and to be used by the companies
developing the devices for FDA approval. The
safety issue was looked at because there was a

Thank you for your comments.
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concern in the past (due to poorly designed
meta analyses) that there might be excessive
stent thrombosis with DES vs. BMS. Subsequent
studies have confirmed that is not the case. The
studies were not powered to determine if one
device was superior to another with regard to
stent thrombosis/MI. They were also not
designed to evaluate mortality with respect to
one device being superior to another. Looking
for superiority of one device vs. another from
these studies can be predicted to show no
difference. This is exactly what has been shown
in the draft document. These limitation exist
with many of the other RCTs that were designed
to lead to FDA approval of newer DES stents and
not to show that DES was superior to BMS.
Superiority of DES to BMS with respect to instent
restenosis, in most cases, has been generally
accepted by the cardiology community based on
the totality of the evidence that has been
generated from initial approval of the coronary
stent in 1995 to date, not just since the prior
HTA document in 2009. If one reviews the
extensive evidence tables in the draft document
it is clear that most of the evidence is of low to
moderate strength which speaks to the evidence
and raises concerns about the validity of any
conclusions drawn from the review. As we
stated in our 2009 HTA response we, as
interventional cardiologist, have no vested
interest in which stent type (DES vs. BMS) is
chosen since physicians are not reimbursed
based on the type of stent used. We are truly
the patient’s advocate when it comes to this
aspect of their care.

We would also like to point out that evaluations
such as this will likely become more difficult in
the future as the focus moves away from BMS
vs. DES to studies looking at new platforms to
deliver anti restenotic drugs to the coronaries. A
prime example of this are bioreabsorable
platforms that are on the near horizon for
approval in the US. In addition, because of the
prohibitive cost associated with bringing these
devices to market in the US, trials have not and
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will not be designed as superiority studies but as
non-inferiority trials. This will add additional
complexity to this type of literature review. It
will also bring to question any attempt to draw
inferences using meta analyses of future
datasets based on these trials.

Response

Overall

We believe this review, while extensive, does
not further inform the HTA process with respect
to the key questions and adds little to the
previous document. It is our opinion that, absent
data to confirm otherwise, there will likely be
little cost savings to the State from this exercise.
We also firmly believe that going forward,
reviews such as this will add little to guidelines
and other documents produced by national
organizations such as SCAI, ACC and the AHA.
With all due respect the proper use of these
devices and where they fit within the
armamentarium used to treat coronary artery
disease, a chronic disease with no cure, has been
informed by the literature and not by reviews
such as this.

Thank you for your comments
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APPENDIX: Reviews And Comments Received

PEER REVIEW: Michael E. Ring

Thank you for your willingness to read and comment on the Comprehensive Evidence-Based Health
Technology Assessment Review for the Cardiac Stent Re-review Report Your contribution and time are

greatly appreciated. The general time commitment ranges between 2 and 4 hours; we are able to pay a
maximum of 6 hours.

The report and appendices will be available after 10/13/15 at:
http://www.hca.wa.gov/hta/Pages/stent-rr.aspx

This form can be filled out electronically on your personal computer. Enter your identification
information and comments directly into the shaded areas; use the TAB key to move from field to field.
Please enter the section, page, and line numbers where relevant. The shaded comment field will expand
as you type, allowing for unlimited text. You have been provided comment fields in each section. Should
you have more comments than this allows for, please continue with a blank page. Additionally, we are
very interested in your evaluation of the ease of use of our Peer Review Form. Please use the last field
to enter suggestions for improvement.

We will be going through the draft for typographical errors as well as grammatical and minor edits,
allowing you to focus on the substance/content of the report.

When the Peer Review form is complete, save it to your hard drive and return as an e-mail attachment
to: andrea@specri.com

I will need your review by November 6, 2015 at the latest.

If you have questions or concerns please contact andrea@specri.com. Thanks!

Reviewer ldentification Information

Reviewer Name Michael E. Ring

Address Street: 12604 S. Flying Goose Lane
City: Spokane
State WA
Zip Code 99224
Phone 509-209-6895
Fax
E-mail michael.ring@providence.org
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INTRODUCTION Comments
While reviewing this section please keep the following questions in mind, but please comment on any
point:

e Qverview of topic is adequate?
e Topic of assessment is important to address?
e Public policy and clinical relevance are well defined?

Page 1 Line 2

Note that in Washington State, the leading cause of death has been cancer, not heart disease since
2004.

(http://www.doh.wa.gov/DataandStatisticalReports/VitalStatisticsandPopulationData/Death/Deat
hTablesbyTopic (table C2)

Page 1 Line 9

Note that in addition to plaque rupture, it is currently recognized that endothelial erosion is a major
factor in myocardial infarction and ACS, especially in women.

Page 43 Line 11

Statement that most stents are used for stable CAD and asymptomatic patients is not correct. Currently
about 2/3rds of PCI procedures performed in patients with ACS, at least for last 5 years (COAP can
provide numbers for WA State).

Also the discussion on ad hoc PCl does not seem balanced; most non-ACS patients typically have had
some sort of stress testing pre-procedure and cath is usually done to correlate anatomy with physiologic
stress studies. Also, no discussion on role of FFR on evaluating intermediate lesions and helping to
identify patients who would benefit from PCl versus optimal medical therapy alone. Would strongly
consider reviewing and incorporating FAME and other pivotal FFR studies, particularly in reviewing
evidence of PCl versus medical therapy in patients with stable CAD.

BACKGROUND Comments

While reviewing this section please keep the following questions in mind, but please comment on any
point:

e Content of literature review/background is sufficient?

Page 50 Line 7
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Although most PCl currently performed by femoral approach, radial approach is increasing in popularity.

Page 52 Line

Table does not include the recently introduced Boston Scientific Synergy DES stent

Page Line

Enter Comments Here

REPORT OBJECTIVES & KEY QUESTIONS Comments

While reviewing this section please keep the following questions in mind, but please comment on any
point:

e Aims/objectives clearly address relevant policy and clinical issue?
e Key questions clearly defined and adequate for achieving aims?

Page 82 Line 8

Although it stated that the primary focus of revascularization is improvement in clinical health outcomes
(Mortality and freedom of M), the main purpose of PCl in carefully selected patients with stable CAD is
to relieve angina symptoms not responsive to medical therapy. In almost all patients with stable CAD
who do not have LM disease, there is little argument that PCl prevents death or MI. As identified in the
ACC AUC, there may be some stable CAD patients with high risk stress studies who may benefit from
revascularization (currently being studied in the ISCHEMIA Study).

Page Line

Enter Comments Here

Page Line

Enter Comments Here

METHODS Comments
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While reviewing this section please keep the following questions in mind, but please comment on any
point:

e Method for identifying relevant studies is adequate?

e C(Criteria for the inclusion and exclusion of studies is appropriate?

e Method for Level of Evidence (LoE) rating is appropriate and clearly explained?
e Data abstraction and analysis/review are adequate?

Page Line

As indicated earlier, would consider including studies on the use of FFR to identify appropriate stable
CAD patients for treatment with PCl and OMT or OMT alone.

Page Line

Enter Comments Here

Page Line

Enter Comments Here

RESULTS Comments

While reviewing this section please keep the following questions in mind, but please comment on any
point:

e Amount of detail presented in the results section appropriate?
e Key questions are answered?

e Figures, tables and appendices clear and easy to read?

e Implications of the major findings clearly stated?

e Have gaps in the literature been dealt with adequately?

e Recommendations address limitations of literature?

Page Line

When interpreting the results of any study, it is obviously important to recognize the limitations of the
results as a function of the study inclusions and exclusions. For the most part it was not clear what were
the important inclusion/exclusions for each of the studies reviewed, nor how representative was each
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study of the population studied. For instance, in the COURAGE study, less than 10% of the ~36,000
patients screened were enrolled in the study. | would suggest the following article for a more detailed
criticism of the COURAGE Study: http://www.sciencedirect.com/science/article/pii/S0735109707026629

Page Line

An additional major limitation in assessing the studies of PCI/OMT vs OMT in stable CAD is how similar
was the PCl performed in these studies to contemporary PCl practice. Since the primary purpose of PCl
in these patients is to reduce angina, the high use of stand-alone PTCA and BMS in these studies is likely
to result greater restenosis compared to NG DES which would limit long-term angina relief.

Page Line

Enter Comments Here

CONCLUSIONS Comments

While reviewing this section please keep the following questions in mind, but please comment on any
point:

e Are the conclusions reached valid?

Page Line

| am not sure how to answer this. There really are not any conclusions in this report but rather a
summary of the review of the studies expressed as RR as associated p value for each variable examined

Page Line

Enter Comments Here

Page Line

Enter Comments Here
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OVERALL PRESENTATION and RELEVANCY Comments

While reviewing this section please keep the following questions in mind, but please comment on any
point:

o Is the review well structured and organized?

e Are the main points clearly presented?

e s it relevant to clinical medicine?

e |sitimportant for public policy or public health?

Page Line

Page Line

Overall Presentation:
There was a great deal of repetition in the presentation of the studies and the Tables. Would consider a

more succinct format, at least for the “average reader”

Page Line

Clinical Relevancy:
From a practical clinical viewpoint, almost all clinicians involved in the care of patients with CAD

recognize the benefit of DES in reducing TLR/TVR in patients who do require PCI. The previous safety
concerns about higher stent thrombosis with DES (compared to BMS) has been alleviated with the new
generation DES. In fact as the review shows, there are strong signals that the NG DES may actually be
safer long term than BMS.

The current clinical practice in PCl for the over-whelming majority of patients is to use DES unless the
patient is not felt to be an appropriate patient for long-term DAPT.

From a financial viewpoint the difference in unit cost for DES and BMS is currently only a few hundred
dollars. In addition the majority of coronary stent patients receive aspirin and clopidogrel for their DAPT.
Since 2009, clopidogrel is now available generically which has resulted in a significant reduction in the
cost of DAPT.

Regarding the use PCl for treatment of patients with stable CAD, | have concerns that this document
does not capture the clinical decision making for these patients. The term “stable CAD” is an extremely
broad term that incorporates a myriad of clinical situations and variables (age, severity of symptoms,
response to medical therapy, lifestyle, occupation, comorbidities, coronary and lesion anatomy as well
as personal preferences of the patient). There is currently a great deal of attention to proper selection
and documentation when performing PCl in these patients as reflected to the development of the AUC
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for PCl, which is captured on our regional and national registries. Note that institutional AUC data for
WA State hospitals is currently publically reported (http://www.coap.org/). In fact there are currently
few medical procedures that are as closely scrutinized and publicly reported as PCI.

Unlike the 2009 HTA Review on DES/BMS which could draw on multiple RCT to provide relatively
straight forward recommendations for most clinical scenarios to guide appropriate use of DES versus

BMS, it will be much more difficult (perhaps impossible) to achieve a binary recommendation regarding
PCI for stable CAD.

QUALITY OF REPORT

Quality Of the Report
(Click in the gray box to make your selection)

Superior [_]

Good XXX
Fair |:|
Poor[_]

Page Line

The report covers an extremely large amount of material and studies and does a good job of organizing
a large number of studies. Please see limitations above.

Page Line

Enter Comments Here

Page Line

Enter Comments Here

We would appreciate any feedback you have on the usability of this form. Please add comments in
the field below.
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There was a great deal of repetition in the presentation of the studies and the Tables. Would consider a
more succinct format, at least for the “average reader”
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PEER REVIEW: Rita F. Redberg

Thank you for your willingness to read and comment on the Comprehensive Evidence-Based Health
Technology Assessment Review for the Cardiac Stent Re-review Report Your contribution and time are

greatly appreciated. The general time commitment ranges between 2 and 4 hours; we are able to pay a
maximum of 6 hours.

The report and appendices will be available after 10/13/15 at:
http://www.hca.wa.gov/hta/Pages/stent-rr.aspx

This form can be filled out electronically on your personal computer. Enter your identification
information and comments directly into the shaded areas; use the TAB key to move from field to field.
Please enter the section, page, and line numbers where relevant. The shaded comment field will expand
as you type, allowing for unlimited text. You have been provided comment fields in each section. Should
you have more comments than this allows for, please continue with a blank page. Additionally, we are
very interested in your evaluation of the ease of use of our Peer Review Form. Please use the last field
to enter suggestions for improvement.

We will be going through the draft for typographical errors as well as grammatical and minor edits,
allowing you to focus on the substance/content of the report.

When the Peer Review form is complete, save it to your hard drive and return as an e-mail attachment
to: andrea@specri.com

| will need your review by November 6, 2015 at the latest.
If you have questions or concerns please contact andrea@specri.com. Thanks!
Reviewer ldentification Information

Reviewer Name Rita F. Redberg, MD

Address Street
City
State
Zip Code
Phone
Fax
E-mail
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INTRODUCTION Comments
While reviewing this section please keep the following questions in mind, but please comment on any
point:

e Qverview of topic is adequate?
e Topic of assessment is important to address?
e Public policy and clinical relevance are well defined?

Page Line

| would suggest adding some big picture statements. For example, as the trials do not show any
advantage (no reduction in Ml or death) for BMS versus medical therapy (GDMT), it does not seem that
showing no differences between DES and BMS is relevant, should be compared to GDMT. Same for cost
—effectiveness, how can you do CEA when there is no clinical effectiveness. Should be infinity, unless you
fudge the QALYs attributed to PCI.

Page Line

Would note limitations of the RCT are that none were blinded. As we know there is a significant placebo
effect for procedures (up to 60%), it is not established that the short term symptom benefit seen in
some of the unblinded RCTs with PCl is due to the actual stent, or due to just having a procedure. To
answer that question, one would need a study where all of the patient got angiography and were told
the same thing. Currently, one group was told they were going to be fixed by a procedure, and one was
not. Lack of blinding is a major limitation for subjective symptoms endpoint.

Additionally, the endpoint of target vessel revascularizations, especially in trials with mandated 6 month
post angiography, is a very soft outcome. It is not driven by symptoms, it is driven by the interventional
cardiologists.

Page 10  Line 22-23

would delete "greater discomfort" this is unclear. could say - increasing frequency or intensity of usual
pattern of angina —instead

Page 10 Line 22

would say decreasing levels of, instead of less
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Page 11 Line 1

pts with stable CAD should be treated with medical therapy. there is no mortality risk reduction with
revascularization.

Page 11 Line 2

this is nonspecific. should be defined, for example - acute coronary syndrome with troponin increases -
would be high risk and considered for ICA.

Page 11 Line 26

Should remove the d from “updated”

Page 25 Line 15-18

Table 4, conclusion column

i am wondering how you could compute a cost per life year gained for PCl when there were no life years
gained. and no symptom benefit over the lifetime horizon either.

Page Line

Table 9 row 1, column 2

How many were older than 75? (“STEMI (n=1498) reported post-hoc analysis on the effect of age...”)

BACKGROUND Comments

While reviewing this section please keep the following questions in mind, but please comment on any
point:

e Content of literature review/background is sufficient?
Excellent review of the literature, very complete and clear.

Page 10 Line

| thought 70 -80% of CAD presents with chest pain

Page 68 Line

Table 6, row “I-A, I-B, 1I-CC”

what is data for this, which refs, i am not aware of these RCTs
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Page 69 Line

Row 4 , “PCl may be reasonable as an alternative to CABG in selected stable
patients”

this recommendation is unclear. i know of no RCT to support this statement, please explain. for what
kind of patients.

Page 70 Line

Table 7, row 3

again this is confusing. Class C means expert opinion, no RCT. so what are these 3 RCTs. there is no
benefit in asx ischemia.

Page 73 Line

Just above table 10 (Unstable angina/NSTEMI is defined as angina of increasing severity, duration, or
onset, accompanied by ST depression or T wave inversion on EKG and troponin elevation.”)

not the definition used in ACC/AHA guidelines, which are much broader, any new murmur, older than
75, LBBB, etc.

REPORT OBJECTIVES & KEY QUESTIONS Comments

While reviewing this section please keep the following questions in mind, but please comment on any
point:

e Aims/objectives clearly address relevant policy and clinical issue?
e Key questions clearly defined and adequate for achieving aims?

Page 15 Line

I think it is hard to

Page 52 Line

The data is strongest for STEMI. There is a lot of heterogeneity in the definition of ACS and would not
include ACS in the high risk group where benefit is clearly shown. ACS is very loosely and variably
defined, and many patient groups labeled as ACS get no benefit for PCl compared to GDMT.
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Page 59 Line

1.9 — this description of PCI jumps around, would reorganize to start with a description of ICA, then what
a PCl procedure entails, which would follow the diagnostic angiography.

p.601.9.1
this line is confusing - a 10% decrease in restenosis rates, 22% to 32%

would clarify that the stent is a foreign body and causes an inflammatory reaction, buildup of cells and
fibrosis, which is what leads to the high restenosis rates

would clarify that there are no RCT showing any reduction of instent thrombosis with use of DAPT

similarly, it is not clear what the right duration of DAPT is. A recent study found that there was no
benefit in extending past one year.

METHODS Comments

While reviewing this section please keep the following questions in mind, but please comment on any
point:

e Method for identifying relevant studies is adequate?

e Criteria for the inclusion and exclusion of studies is appropriate?

e Method for Level of Evidence (LoE) rating is appropriate and clearly explained?
e Data abstraction and analysis/review are adequate?

Page Line

Enter Comments Here

Page Line

Enter Comments Here

Page Line

Enter Comments Here
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RESULTS Comments

While reviewing this section please keep the following questions in mind, but please comment on any
point:

e Amount of detail presented in the results section appropriate?
e Key questions are answered?

e Figures, tables and appendices clear and easy to read?

e Implications of the major findings clearly stated?

e Have gaps in the literature been dealt with adequately?

e Recommendations address limitations of literature?

The literature review is excellent and appropriate. There are places (Table 15 for example) where the
tables repeat what is said in the text, not sure that is necessary.

| may have missed it, but the rating system for the “strength of evidence” was not clear to me.

| would suggest adding a line on funding source for the RCTs listed to the tables.

Pag Line
e74

Would note that AUC are not evidence based. They are the “expert opinion” of physicians, chosen by
the various professional societies, who generally make their living from the procedures they are rating.
For example, although there is no data of benefit for PCl on any objective outcomes, there are many
situations where the AUC rate PCl in asymptomatic persons as appropriate. The evidence basis for this
rating is lacking.

Page 64 Line 1.10.3

While it is true that reducing symptoms and mortality is always the goal of therapy, as there is no data
that PCl accomplishes this goal, would delete this line.

GDMT should generally be continued unless patients have angina that cannot be controlled on maximal
medical therapy.

Page 74 Line Table
11

Usually special populations refers to groups like women, or the elderly. can you report any analysis by
sex or age?
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Page Line

CONCLUSIONS Comments

While reviewing this section please keep the following questions in mind, but please comment on any
point:

e Are the conclusions reached valid?
Yes, they are clearly based on the evidence which is carefully collated and tabulated.

Page Line

Enter Comments Here

Page Line

Enter Comments Here

Page Line

Enter Comments Here

OVERALL PRESENTATION and RELEVANCY Comments

While reviewing this section please keep the following questions in mind, but please comment on any
point:

o Is the review well structured and organized?

e Are the main points clearly presented?

e s it relevant to clinical medicine?

e Isitimportant for public policy or public health?

The review is very high quality and well done. The information is clear. There is an overwhelming
amount of information, due to the detailed presentation of results and multiple comparisons and key
guestions addressed. While the information is important, this full report takes many hours to read and
absorb. The executive summary does summarize the key findings well and the main points are clear. It is
relevant to clinical medicine. It may be helpful to have a few lines to try to help understand why actual
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clinical practice seems to differ so widely from the evidence for PCI. Also, it is worth noting that most
DES use is off-label, in the section where you list the FDA indications.

The findings are important for public policy and public health as there is clearly room for improvement
in patterns of care for stable CAD. As the ri